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DETAILED ACTION 

Applicant's response dated July 19, 2010, to the Ex Parte Quayle Action dated 
March 18, 2010 has been entered. 

In the amendment dated March 18, 2010, claims 4,18, 24, 25, 53, 67 and 74 
were amended, and claims 99-168 cancelled. No claims were newly added. 
Accordingly, claims 1-98 remain pending in the application. 

The finality of the Office action mailed March 18, 2010 is hereby withdrawn in 
view of the new ground of rejection set forth below. 

Information Disclosure Statement 

The information disclosure statement (IDS) submitted on 5/7/2010 has been 
considered by the examiner. 

Specification 

The specification is objected to because the incorporation by reference filed 
8/03/2001 of the following references is improper: Wakiyama et al., Hayne et al. and 
Langer (cited on page 43); Pierce Endogen Catalog (cited on page 49). The 
incorporation of essential material in the specification by reference to an unpublished 
U.S. application, foreign application or patent, or to a publication is improper. Applicant 
is required to amend the disclosure to include the material incorporated by reference, if 
the material is relied upon to overcome any objection, rejection, or other requirement 
imposed by the Office. The amendment must be accompanied by a statement 
executed by the applicant, or a practitioner representing the applicant, stating that the 
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material being inserted is the material previously incorporated by reference and that the 
amendment contains no new matter. 37 CFR 1 .57(f). 

New Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-47, 50-65 and 67-96 are newly rejected under 35 U.S.C. 103(a) as 
being unpatentable over Weissleder et al. (US 5,514,379; May 7, 1996) in combination 
with Tanabe et al. (US 4,734,097; March 29, 1988). 

Applicant's Invention 

Applicant claims a drug delivery device comprising one or more protein materials, 
conductive materials, one or more pharmacologically active agents and solvents which 
form a cohesive body and has a solvent content of about 1 0% to 60% (claim 1 ). The 
protein materials are selected from collagen, albumin, thrombin, fibrinogen, fibronectin, 
etc. (claim 2 and 3). Claim 4 specifies the proteins are engineered with blocks of 
peptides that have amino acids which are. The drugs are selected from analgesics, 
chemoattractants and anticancer agents (Claim 7). Claim 8 specifies the compounds 
comprise a second, migration-vulnerable drug delivery device. The second, migration- 
vulnerable drug may comprise lipospheres or microsphere (claims 9 and 10). The 
solvents may be selected from water (Claims 5 and 6). The device may further 
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comprise a biocompatible polymer selected from polyethylene glycol and polyvinyl 
alcohol (claims 12 and 13). Claim 1 1 specifies the active is substantially 
homogeneously distributed within the device, which is treated as an inherent property of 
the formulation formed. The device is crosslinked with one or more crosslinking agents 
selected from glutarldehyde (claims 14 and 15). The conductive materials are selected 
from gold and aluminum (claim 16). 

Applicant claims a method of making the device above comprising preparing the 
composition of claim 1 by forming a film, partially drying the film to form a cohesive body 
and compressing the cohesive body at a pressure of 100 psi to 100,000 psi to obtain a 
solvent content of 10-60%. 

Applicant claims a electromatrix device comprising one or more polymers, 
conductive materials, optionally a pharmacologically active agents and solvents which 
form a cohesive body and has a solvent content of about 10% to 60% (claim 50). The 
protein materials are selected from collagen, albumin, thrombin, fibrinogen, fibronectin, 
etc. (claims 51 and 52). Claim 53 specifies the proteins are engineered with blocks of 
peptides that have amino acids which are. The drugs are selected from analgesics, 
chemoattractants, agents (Claim 56). Claim 57 specifies the compounds comprise a 
second, migration-vulnerable drug delivery device. The second, migration-vulnerable 
drug may comprise lipospheres or microsphere (claims 58 and 59). The proteins may 
be selected from fibrinogen and thrombin. The solvents may be selected from water 
(Claims 54 and 55). Claim 60 specifies the active is substantially homogeneously 
distributed within the device, which is treated as an inherent property of the formulation 
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formed. The device may further comprise a biocompatible polymer selected from 
polyethylene glycol and polyvinyl alcohol (claims 61 and 62). The device is crosslinked 
with one or more crosslinking agents selected from glutarldehyde (claims 63 and 64). 
The conductive materials are selected from gold and aluminum (claim 65). 

Applicant claims a method of making the device above comprising preparing the 
composition of claim 50 by forming a film, partially drying the film to form a cohesive 
body and compressing the cohesive body at a pressure of 100 psi to 100,000 psi to 
obtain a solvent content of 10-60%. 

Determination of the scope and the content of the prior art 

(MPEP 2141.01) 

Weissleder et al. teaches biocompatible, biodegradable hydrogels prepared from 
a backbone boned to a cross-linking agent where suitable backbones include albumin 
globulins, collagen, fibrinogen, fibrin and thrombin, where therapeutic drugs are therein 
incorporated (abstract; column 6, line 51-60; limitation of claims 2, 3, 51 and 52). 
Polylysines, amino acid proteins and those that are fractionated into peptide fragments 
are also taught with polyethylene glycol (column 7, lines 13-20; limitation of claims 4, 
12, 13, 53, 61 and 62). The use of hydrogels and microspheres, such as fibrinogen 
microspheres and polylactic sphere are taught (column 3, lines 8-16, limitation of claims 
9, 10, 58 and 59). The use of glutaraldehyde as a crosslinker for albumin gels (column 
2, lines 33-37; limitation of claims 14, 15, 63 and 64). Protein-based backbones for 
protein based gels contain 20-50% protein in the initial solution (column 6, lines 40-44). 
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The gels are water-swellable which aids them in MR imaging and CT scans (column 3, 
lines 28-45, limitation of claims 5, 6, 54 and 55 is the use of water). The hydrogels may 
be used of coating medical devices such as stents for implantation (column 10, lines 35- 
46, limitation of claims 8 and 57). The backbone is crosslinked to produce the hydrogel 
(column 4, lines 35-37, limitation of 1 1 and 60). Polyethylene glycol may be used as a 
back (column 4, lines 31-34; limitation of claims 12, 13, 61 and 62). Therapeutic drugs 
include analgesics, chemotherapy agents, hormones and antibiotics (column 9, lines 
24-43, limitation of claims 7 and 56). Radiopaque metals selected from gold and 
aluminum may be used for diagnostic purposes (column 8, lines 33-48, limitation of 
claims 16 and 65). 

Ascertainment of the difference between the prior art and the claims 

(MPEP2141.02) 

Weissleder et al. do not teach specific solvent content of about 20-80% prior to 
compression and 10-60% after compression or disclose a method of making the 
formulation by forming a film, partially drying the film to form a cohesive body and 
compressing the cohesive body at a pressure of 100 psi to 100,000 psi to obtain a 
solvent content of 1 0-60%. It is for this reason that Tanabe et al. is joined. 

Tanabe et al. teach a method of making a molded hydrogel comprising polyvinyl 
alcohol, for medical use which can be freeze molded to a percent dehydration of not 
less than 5% wt, preferably not less than 10% and a possible water content of 45-95% 
(abstract; column 7, lines 14-20). The solution of ingredients is compressed up to a 
tensile strength of 10 kg/cm2 (142 psi) (column 20, lines 42-45). The step of 
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dehydrating aids in strengthening the gel and imparting a non-sticky water resistant 
product with improved strength and elasticity(column 7, lines 21-25). 

Finding of prima facie obviousness 
Rationale and Motivation (MPEP 2142-2143) 

Weissleder et al. and Tanabe et al. both encompass hydrogel compositions. 
Therefore it would have been prima facie obvious to formulate a hydrogel composition 
with a water content of 45-65%, at the time of the instant invention, with a reasonable 
expectation of success. One of ordinary skill in the art would have been motivated to 
apply the method steps of partially drying and compressing the composition in order to 
formulate a molded hydrogel with improved strength and elasticity. 



Claims 1, 17-19, 48-50, 66-68, 97and 98 are newly rejected under 35 
U.S.C. 103(a) as being unpatentable over in Weissleder et al. (US 5,514,379; May 7, 
1996) in combination with Tanabe et al. (US 4,734,097; March 29, 1988), as applied to 
claims 1-47, 50-65 and 67-96 above, and in further view of Kucharczyk et al. (US 
6,026,316; February 15, 2000). 

Applicant's Invention 

Applicant claims a drug delivery device comprising one or more protein materials, 
conductive materials, one or more pharmacologically active agents and solvents which 
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form a cohesive body and has a solvent content of about 1 0% to 60% (claim 1 ). The 
conductive material is preferably an alloy selected from stainless steel (claim 17). 

Applicant claims a method of making the device above comprising preparing the 
composition of claim 1 by forming a film, partially drying the film to form a cohesive body 
and compressing the cohesive body at a pressure of 100 psi to 100,000 psi to obtain a 
solvent content of 10-60%. 

Applicant claims a electromatrix device comprising one or more polymers, 
conductive materials, optionally a pharmacologically active agents and solvents which 
form a cohesive body and has a solvent content of about 10% to 60% (claim 50). The 
conductive material is preferably an alloy selected from stainless steel (claim 66). 

Applicant claims a method of making the device above comprising preparing the 
composition of claim 1 by forming a film, partially drying the film to form a cohesive body 
and compressing the cohesive body at a pressure of 100 psi to 100,000 psi to obtain a 
solvent content of 10-60%. 

Determination of the scope and the content of the prior art 

(MPEP 2141.01) 

The teachings of Weissleder et al. in combination with Tanabe et al. are 
disclosed in the above 103 rejection. 

Ascertainment of the difference between the prior art and the claims 

(MPEP 2141 .02) 
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Weissleder et al. and Tanabe et al. do not teach a the conductive material is an 
alloy of a metal selected from stainless steel. It is for this reason that Kucharczyk et al. 
is joined. 

Kucharczyk et al. teach a method of drug delivery using MR imaging to track the 
drug (abstract). To improve MR visualization of implanted devices conductive materials 
are chosen from nitinol and stainless steel alloy (column 6, lines 11-17). To make the 
MR visible a catheter comprising a biocompatible and MR compatible material selected 
from hydrogels may be used (column 4, lines 16-35). 

Finding of prima facie obviousness 
Rationale and Motivation (MPEP 2142-2143) 

Weissleder et al., Tanabe et al. and Kucharczyk et al. are all drawn to 
formulations which comprise hydrogels. It would have been prima facie obvious to one 
of ordinary skill in the art at the time of the instant invention to combine the teachings of 
Weissleder et al., Tanabe et al. and Kucharczyk et al. to include an alloy of stainless 
steel in order to improve MR visualization with a reasonable expectation of success. 
Hence, selecting label on the drug which is an alloy would have been obvious to one of 
ordinary skill. 



Conclusion 

In view of the new rejections, no claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to DANIELLE SULLIVAN whose telephone number is 
(571)270-3285. The examiner can normally be reached on 7:30 AM - 5:00 PM Mon- 
Thur EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Fereydoun Sajjadi can be reached on (571) 272-331 1 . The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Danielle Sullivan 
Patent Examiner 
Art Unit 1617 



/Fereydoun G Sajjadi/ 

Supervisory Patent Examiner, Art Unit 1617 



